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THE NEXT TWO QUESTIONS INCLUSIVE REFER TO THE FOLLOWING CASE: 


FRis a patient at your Opioid Use Disorder Clinic. She is currently taking 
buprenorphine/naloxone (Subexene®) and is planning on trying to become pregnant in the near 
future. She is worried about the potential risks it may cause if she continues taking it when she 
becomes pregnant. 


Buprenorphine/naloxone use during pregnancy puts the mother and/or baby at risk of: 


Select one: 


Nothing, buprenorphine carries no risks when used during pregnancy * 


Neonatal {v 7 
abstinence Rose Wang (ID: 113212) this answer is correct. Neonatal abstinence syndrome is 
TE one of the most common adverse effecis of taking opioids when pregnant. 


Higher chance of the mother using alcohol during pregnancy % 


Seizures X 


Marks for this submission; 1.0/1.0. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the potential benefits and risks for the treatment of opioid disorders in pregnancy. 


BACKGROUND: 


Patients using opioids (including buprenorphine and methadone) during pregnancy can cause complications 
such as low birth weight, pre-eclampsia, miscarriage, fetal death, and meconium aspiration. Once born, the 
neonate may have further complications such as neonatal abstinence syndrome (NAS), microcephaly, growth 
delay, and neurodevelopmental problems. Both methadone and buprenorphine are considered safe and 
effective during pregnancy and there is some evidence that buprenorphine may have lower incidences of 
neonatal abstinence syndrome. Buprenorphine without naloxone is preferred if available (Special Access 
Program), however the combination product is safe until buprenorphine monotherapy can be obtained. 


RATIONALE: 
Correct Answer: 


* Neonatal abstinence syndrome - Neonatal abstinence syndrome is one of the most common 
adverse effects of taking opioids when pregnant. 


Incorrect Answers: 


e Nothing, buprenorphine carries no risks when used during pregnancy - Although generally safe 
and effective, opioid use during pregnancy can still lead to complications such as neonatal abstinence 
syndrome (NAS). 


* Higher chance of the mother using alcohol during pregnancy - Treatment with 
buprenorphine/naloxone does not affect alcohol use. 


© Seizures - Buprenorphine/naloxone does not put the mother or fetus at risk of seizures. 


TAKEAWAY/KEY POINTS: 
Neonatal abstinence syndrome is one of the most common adverse effects of taking opicids when pregnant. 
REFERENCES: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. httpsi//myrxtx.ca. 

[3] Suboxone® (buprenorphine HCI — naloxone HCI dihydrate). In: Compendium of Pharmaceuticals and 
Specialties. Ottawa, ON: Canadian Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Neonatal abstinence syndrome 


Question 2 


1D: 50532 


Incorrect 


Question 3 
1D: 55328 


Incorrect 


Flag question 


What is the most appropriate therapy for FR in treating her opioid use disorder if she was to become 
pregnant? 


Select one: 
Methadone * 
Continue taking buprenorphine/naloxone ¥ 
Behavioral % 


therapy Rose Wang (ID:113212) this answer is incorrect. Behavioural therapy can be used, 
however, it is not the standard of care in opioid use disorder 


Naltrexone * 


Marks for this submission: 0.0/1.0. 


TOPIC: Drug withdrawal syndromes 


LEARNING OBJECTIVE: 
To understand the potential benefits and risks for the treatment of opioid disorders in pregnancy. 


BACKGROUND: 


Opioid use during pregnancy can cause complications such as low birth weight, pre-eclampsia, miscarriage, 
fetal death, and meconium aspiration. Once born, the neonate may have further complications such as 
neonatal abstinence syndrome (NAS), microcephaly, growth delay, and neurodevelopmental problems. Well- 
documented benefits of OAT during pregnancy outweigh any neonatal risks. Both methadone and 
buprenorphine are considered safe and effective during pregnancy, and there is some evidence that 
buprenorphine may have lower incidences of neonatal abstinence syndrome. It is unnecessary to transition 
pregnant patients from buprenorphine/naloxone to buprenorphine monotherapy unless clinically indicated 
or requested by the patient. 


RATIONALE: 
Correct Answer: 


* Continue taking buprenorphine/naloxone - Buprenorphine may be equally effective as methadone 
with a lower risk of neonatal abstinence syndrome and the patient is already stabilized on 
buprenorphine/naloxone. 


Incorrect Answers: 


* Methadone - Methadone is safe to use in pregnancy, however the patient is already stabilized on 
buprenorphine/naloxone and it may have lower risks of neonatal abstinence syndrome. 


* Behavioral therapy - Behavioural therapy can be used, however, it is not the standard of care in 
opioid use disorder. 


e Naltrexone - Naltrexone is used in alcohol use disorder and not the standard of care in opioid use 
disorder. 


TAKEAWAY/KEY POINTS: 


Recent evidence shows that buprenorphine may be equally effective as methadone with a lower risk of 
neonatal abstinence syndrome. 


REFERENCE: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[B] Suboxone ® (buprenorphine HCI — naloxone HCI dihydrate). In: Compendium of Pharmaceuticals and 
Specialties. Ottawa, ON: Canadian Pharmacists Association. https://myrxtx.ca 

[4] A Guideline for the Clinical Management of Opioid Use Disorder. 2023 Update. British Columbia Center on 
Substance Use. Ministry of Health. https://www.bccsu.ca/wp-content/uploads/2023/12/BC-OUD-Treatment- 
Guideline_2023-Update.pdf. 

[5] Treatment of Opioid Use Disorder During Pregnancy Guideline Supplement. Perinatal Services BC. Ministry 
of Health. 2018. https://www.bccsu.ca/wp-content/uploads/2018/06/OUD-Pregnancy.pdf. 


The correct answer is: Continue taking buprenorphine/naloxone 


SL, a 29-year-old male, brings a prescription to your pharmacy for methadone 10 mg PO daily (for 5 
days; observed dosing) and domperidone 10 mg PO TID with meals. Upon discussion with SL, he 
states he recently underwent detoxification from an opioid addiction and has also been experiencing 
some nausea. 


What is the appropriate course of action with regards to the new prescriptions? 


Select one: 


Fill both x 
Ex: Rose Wang (ID: 113212) this answer is incorrect. This is inappropriate as a 
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presuupuuie iuro ~ . 
significant drug-interaction exists. 


Use motivational interviewing techniques, rather than dispense methadone * 
Contact the prescriber as a drug-interaction exists Y 


Fill domperidone but not methadone as you are unsure if the patient is still using other opioids % 


Marks for this submission: 0.0/1.0. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To identify methadone drug interactions. 


BACKGROUND: 


Methadone is a mu opioid receptor agonist which carries a high risk of sedation and respiratory depression. 
Methadone is contraindicated for use with high-risk Qc prolonging agents (e.g. citalopram, domperidone, 
fluoxetine, amiodarone). Concurrent therapy of these agents with methadone could lead to deadly cardiac 
arrhythmias (e.g. Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 and thus 
inhibitors or inducers can impact methadone serum levels. Methadone is long acting with a half-life of 8-59 
hours so should be titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg once daily 
(depending on patient's risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60- 
80 mg is reached, At this point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 
40-80 mg/day. Higher doses of 60-100 mg may be required and are associated with better outcomes. 
Methadone is administered as a liquid mixed with a flavoured juice powder to minimize tampering. It is often 
prescribed with observed dosing by the pharmacist to ensure the patient is compliant and not at risk of 
abuse. Once a patient is stabilized, take-home doses are sometimes issued. If methadone doses are missed, 
there is a risk of a major loss in tolerance which can increase the risk of respiratory depression. In the late 
stabilization phase, if a dose is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are 
missed, the patient must be re-assessed by the physician and typically a 50% dose reduction will be 
prescribed. If 4 or more days are missed, there is a major loss of tolerance and the patient should be 
restarted at a low initial dose. Previously, physicians had to be exempt under section 56 of the Controlled 
Drugs and Substances Act (CDSA) before being able to prescribe methadone. However as of May 2018, 
physicians no longer require this to prescribe methadone. 


RATIONALE: 
Correct Answer: 
* Contact the prescriber as a drug-interaction exists - Domperidone and methadone are both known 
QT prolonging agents and should not be used together. An alternative agent for nausea should be 
discussed with the prescriber. 


Incorrect Answers: 


ll both prescriptions for SL - This is inappropriate as a significant drug-interaction exists. 


* Use motivational interviewing techniques, rather than dispense methadone - Motivational 
interview techniques should be used in conjunction with pharmacotherapy. 


* Fill domperidone but not methadone as you are unsure if the patient is still using other 
opioids - This is not the most appropriate response. 


TAKEAWAY/KEY POINTS: 
Methadone should not be used with high-risk QTc prolonging agents, such as domperidone. 
REFERENCES: 


[1] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 
[2] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Contact the prescriber as a drug-interaction exists 


Which of the following is correct in terms of prescribing methadone? 


Select one: 
All physicians can prescribe ¥ 


methadone Rose Wang (ID:113212) this answer is correct. As of May 2018, 
this statement holds true, 


Only physicians working in addiction treatment centres can prescribe methadone * 


Physicians who are exempted under section 56 of the Controlled Drugs and Substances Actcan  % 
prescribe methadone 

Physicians who are exempted under section 32 of the methadone program can prescribe x 
methadone 


Marks for this submission: 1.0/1.0. 


Question 5 
ID: 50854 


Incorrect 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand who can prescribe methadone for opioid use disorder. 


BACKGROUND: 


Methadone is a mu opioid receptor agonist which carries a high risk of sedation and respiratory depression. 
Methadone is contraindicated for use with high-risk QTc prolonging agents (e.g., citalopram, domperidone, 
fluoxetine, amiodarone). Concurrent therapy of these agents with methadone could lead to deadly cardiac 
arrhythmias (e.g, Torsade de Pointes). Methadone is also extensively metabolized by CYP 34 and thus 
inhibitors or inducers can impact methadone serum levels. Methadone is long acting with a half-life of 8-59 
hours so should be titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg once daily 
(depending on patient's risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60- 
80 mg is reached. At this point, it can be increased by 5-10 mg every 7 days to target a maintenance dose of 
40-80 mg/day. Higher doses of 60-100 mg may be required and are associated with better outcomes. 
Methadone is administered as a liquid mixed with a flavoured juice powder to minimize tampering. It is often 
prescribed with observed dosing by the pharmacist to ensure the patient is compliant and not at risk of 
abuse, Once a patient is stabilized, take-home doses are sometimes issued. If methadone doses are missed, 
there is a risk of a major loss in tolerance which can increase the risk of respiratory depression. In the late 
stabilization phase, if a dose is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are 
missed, the patient must be reassessed by the physician and typically a 50% dose reduction will be 
prescribed, If 4 or more days are missed, there is a major loss of tolerance and the patient should be 
restarted at a low initial dose. Previously, physicians had to be exempt under section 56 of the Controlled 
Drugs and Substances Act (CDSA) before being able to prescribe methadone. However, as of May 2018, 
physicians no longer require this to prescribe methadone. 


RATIONALE: 
Correct Answer: 


© All physi 


ns can prescribe methadone - As of May 2018, this statement holds true. 
Incorrect Answers: 


* Only physicians working in addiction treatment centres can prescribe methadone - This 
statement regarding methadone prescribing is not true. 


* Physicians who are exempted under section 56 of the Controlled Drugs and Substances Act can 
prescribe methadone - This statement is no longer true as of May 2018. 


* Physicians who are exempted under section 32 of the methadone program can prescribe 
methadone - This statement regarding methadone prescribing is not true. 


TAKEAWAY/KEY POINTS: 
As of May 2018, there is no exemption required for physicians to prescribe methadone. 
REFERENCE: 


[1] Methadone Program. Government of Canada. https://www.canada.ca/en/health-canada/services/health- 
concerns/controlled-substances-precursor-chemicals/exemptions/methadone-program.html. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[3] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: All physicians can prescribe methadone 


Which of the following is NOT used for management of opioid withdrawal? 


Select one: 
Clonidine * 
Rose Wang (ID:113212) this answer is incorrect. Clonidine is used to blunt withdrawal 
symptoms. 
Methadone * 


Buprenorphine/naloxone X 


Bupropion Y 


Marks for this submission: 0.0/1.0. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand treatments for opioid withdrawal syndrome. 


BACKGROUND: 


When treating opioid withdrawal, the withdrawal should be managed first and then maintenance therapy 
should be considered. Buprenorphine, a partial mu-receptor agonist and kappa-receptor antagonist, is the 
first-line option for treatment of opioid withdrawal syndrome (OWS). In Canada, it is available as a sublingual 
tablet in combination with naloxone. Naloxone is combined with buprenorphine to deter patients from 
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misusing buprenorphine by injection or the intranasal route, as via these routes naloxone will induce opioid 
withdrawal symptoms. Naloxone itself does not induce opioid withdrawal symptoms when given 
orally/sublingually as it has low bioavailability. As buprenorphine is a partial opioid receptor agonist, it may 
cause precipitated withdrawal in a patient who typically uses a full opioid agonist, as it will compete with the 
full agonist at the receptor level. To avoid this precipitated withdrawal, a patient must be in moderate opioid 
withdrawal prior to starting buprenorphine/naloxone. During detoxification or withdrawal, the dose is 
typically slowly increased over 3-5 days, and if not continuing for maintenance therapy, may be tapered over 
2-4 weeks, Buprenorphine is considered a safer alternative to methadone as it carries a lower risk of 
respiratory depression. Adverse events of buprenorphine/naloxone are hyperhidrosis, abdominal pain, 
constipation, nausea, and vomiting. It is contraindicated with moderate to high risk QTc prolonging agents. 
There are no special exemptions required to prescribe buprenorphine. Methadone, a mu opioid receptor 
agonist, may also be used in the detoxification phase, usually as an in-patient. Methadone carries a high risk 
of sedation and respiratory depression, and is a known QT prolonging agent. Methadone is not 
recommended for use with high-risk QTc prolonging agents (e.g. citalopram, domperidone, fluoxetine, 
amiodarone), Concurrent therapy of these agents with methadone could lead to deadly cardiac arrhythmias 
(e.g. Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 and thus inhibitors or 
inducers can impact methadone serum levels. Methadone is also commonly used as a maintenance 
treatment for opioid use disorder. Methadone is long acting with a half-life of 8-59 hours so should be 
titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg once daily (depending on patient's 
risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60-80 mg is reached. At this 
point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 40-80 mg/day. Higher 
doses of 60-100 mg may be required and are associated with better outcomes. Methadone is administered 
as a liquid mixed with a flavoured juice powder to minimize tampering. It is often prescribed with observed 
dosing by the pharmacist to ensure the patient is compliant and not at risk of abuse. Once a patient is 
stabilized, take-home doses are sometimes issued. If methadone doses are missed, there is a risk of a major 
loss in tolerance which can increase the risk of respiratory depression. In the late stabilization phase, if a dose 
is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are missed, the patient must be 
re-assessed by the physician and typically a 50% dose reduction will be prescribed. If 4 or more days are 
missed, there is a major loss of tolerance and the patient should be restarted at a low initial dose. Previously, 
physiciens had to be exempt under section 56 of the Controlled Drugs and Substances Act (CDSA) before 

eing able to prescribe methadone. However as of May 2018, physicians no longer require this to prescribe 
methadone. Clonidine is used to assist with symptom management during opioid withdrawal. It is an alphaz- 
adrenergic agonist which can decrease neuronal output of norepinephrine. By doing so, clonidine can reduce 
the noradrenergic withdrawal symptoms such as chills, flushing, and autonomic symptoms (e.g. sweating, 
increased heart rate, increased blood pressure). The most common adverse effect of clonidine is hypotension, 
so blood pressure should be monitored during use. If there is prolonged use of clonidine, it should be 
tapered to prevent rebound hypertension. Supportive therapy should be provided for other symptoms of 
withdrawal. For nausea, dimenhydrinate, ginger, haloperidol, prochlorperazine, and nabilone can be used. For 
diarrhea, loperamide may be considered. If patients are experiencing insomnia, sleep hygiene measures 
should be initiated and if ineffective, short-term trazodone or amitriptyline can be used. Myalgias are 
common during opioid withdrawal and these can be treated with NSAIDs and acetaminophen. 


RATIONALE: 
Correct Answer: 


* Bupropion - Bupropion is not indicated for managing opioid withdrawal. 


Incorrect Answers: 


Clonidine - Clonidine is used to blunt withdrawal symptoms. 


Methadone - Methadone is used to help with opioid dependence and can mitigate withdrawal 
symptoms. 


Buprenorphine/naloxone - Buprenorphine/naloxone is used to help with opioid dependence and 
can mitigate withdrawal symptoms. 


TAKEAWAY/KEY POINTS: 


Methadone, buprenorphine/naloxone, and clonidine are all used in managing opioid withdrawal in adults. 
Bupropion is not indicated, nor has any off-label uses for management of opioid withdrawal. 


REFERENCE: 


[1] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 
[2] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Bupropion 


What is the main use of clonidine for opioid withdrawal management? 


Select one: 


a. It helps reduce cravings % 


b. Blunts withdrawal v ANY 
A Rose Wang (ID:113212) this answer is correct. Clonidine is used to 
chile blunt withdrawal symptoms for opioid withdrawal. 


c Treats hypotension associated with withdrawal symptoms ¥ 


d. Clonidine is no longer used for opioid withdrawal * 


Marks for this submission: 1.0/1.0, 
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TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand the role of clonidine for the management of opioid withdrawal syndrome. 


BACKGROUND: 


Clonidine is used to assist with symptom management during opioid withdrawal. It is an alphaz-adrenergic 
agonist which can decrease neuronal output of norepinephrine. By doing so, clonidine can reduce the 
noradrenergic withdrawal symptoms such as chills, flushing, and autonomic symptoms (e.g. sweating, 
increased heart rate, increased blood pressure). The most common adverse effect of clonidine is hypotension, 
so blood pressure should be monitored during use. If there is prolonged use of clonidine, it should be 
tapered to prevent rebound hypertension. 


RATIONALE: 
Correct Answer: 


* Blunts withdrawal symptoms such as chills - Clonidine is used to blunt withdrawal symptoms for 
opioid withdrawal. 


Incorrect Answers: 


It helps reduce cravings - Clonidine does not reduce craving for opioids. 


Treats hypotension associated with withdrawal symptoms - Clonidine reduces blood pressure and 
can cause hypotension, rather than treat it. 


Clonidine is no longer used for opioid withdrawal - Clonidine is useful in mitigating opioid 
withdrawal symptoms. 


TAKEAWAY/KEY POINTS: 


Clonidine is an alpha2-adrenergic agonist that reduces the symptoms experienced during opioid withdrawal 
(e.g. chills, flushing). 


REFERENCE: 


[1] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 
[2] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. httpsi//myrxtx.ca. 


The correct answer is: Blunts withdrawal symptoms such as chills 


SM has been undergoing daily observed methadone maintenance treatment at your clini 
2 years. SM presents to the clinic for his methadone 60 mg dose, but upon review of his chart you 
notice he has not received his methadone for the last 6 days. 


What is the most appropriate action? 


Select one: 


Do not dispense methadone and notify the prescriber Y 

Ask SM why he has missed 6 methadone doses and then dispense methadone X 

Reduce SM's methadone x 7 
dose by 50% since he missed Rose Wang (ID:113212) this answer is incorrect, This is 


6 doses inappropriate as you must contact the prescriber to change the 
methadone dose. 


Continue with SM's normal methadone routine since he has been stable for 2 years % 


Mares for this submission: 0.0/1.0. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To understand methadone missed doses. 


BACKGROUND: 


Methadone is a mu opioid receptor agonist which carries a high risk of sedation and respiratory depression. 
Methadone is contraindicated for use with high-risk QTc prolonging agents (e.g., citalopram, domperidone, 
fluoxetine, amiodarone). Concurrent therapy of these agents with methadone could lead to deadly cardiac 
arrhythmias (e.g., Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 and thus 
inhibitors or inducers can impact methadone serum levels. Methadone is long acting with a half-life of 8-59 
hours so should be titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg once daily 
(depending on patient's risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60- 
80 mg is reached. At this point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 
40-80 mg/day. Higher doses of 60-100 mg may be required and are associated with better outcomes. 
Methadone is administered as a liquid mixed with a flavoured juice powder to minimize tampering, It is often 
prescribed with observed dosing by the pharmacist to ensure the patient is compliant and not at risk of 
abuse. Once a patient is stabilized, take-home doses are sometimes issued. If methadone doses are missed, 
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stabilization phase, if a dose is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are 
missed, the patient must be re-assessed by the physician and typically a 50% dose reduction will be 
prescribed. If 4 or more days are missed, there is a major loss of tolerance and the patient should be 
restarted at a low initial dose. Previously, physicians had to be exempt under section 56 of the Controlled 
Drugs and Substances Act (CDSA) before being able to prescribe methadone. However as of May 2018, 
physicians no longer require this to prescribe methadone. 


RATIONALE: 
Correct Answer: 


+ Do not dispense methadone and notify the prescriber - If 4 or more days of methadone are 
missed, there is a major loss of tolerance and the patient should be restarted at a low initial dose as 
SM is at risk of respiratory depression. 


Incorrect Answers: 


+ Ask SM why he has missed 6 methadone doses and then dispense methadone - This is 
inappropriate as SM is at risk of respiratory depression due to loss of tolerance. 


+ Reduce SM's methadone dose by 50% since he missed 6 doses - This is inappropriate as you must 
contact the prescriber to change the methadone dose. 


* Continue with SM's normal methadone routine since he has been stable for 2 years - This is 
inappropriate as SM is at risk of respiratory depression due to loss of tolerance. 


TAKEAWAY/KEY POINTS: 
Missing methadone doses can lead to decreased tolerance and therefore respiratory depression. 
REFERENCES: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[3] Methadose® (methadone HCI): In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Do not dispense methadone and notify the prescriber 


In which of the following patients, assuming that all are experiencing opioid withdrawal, should methadone 
NOT be recommended? 


Select one: 
A patient taking {v 
citalopram PO 40 mg Rose Wang (ID:113212) this answer is correct. Methadone use is not 
daily recommended in patients concurrently on high-risk QTe prolonging 
agents. 


A patient taking a drug that is metabolized by CYP 1A2 X 
A patient taking bisoprolol PO 5 mg daily * 
A patient taking high dose amoxicillin PO 1000 mg TID * 


Marks for this submission: 1.0/1.0. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the risks of QTc prolongation with methadone and high-risk QTc-prolonging agents 


BACKGROUND: 


Methadone, a mu opioid receptor agonist, may also be used in the detoxification phase, usually as an in- 
patient. Methadone carries a high risk of sedation and respiratory depression, and is a known QT prolonging 
agent. Methadone is not recommended for use with high-risk Oc prolonging agents (e.g. citalopram, 
domperidone, fluoxetine, amiodarone). Concurrent therapy of these agents with methadone could lead to 
deadly cardiac arrhythmias (e.g., Torsade de Pointes). Methadone is also extensively metabolized by CYP 3A4 
and thus inhibitors or inducers can impact methadone serum levels. Methadone is also commonly used as a 
maintenance treatment for opioid use disorder. Methadone is long acting with a half-life of 8-59 hours so 
should be titrated slowly to avoid accumulation. Therapy can be started at 5-30 mg ance daily (depending on 
patient's risk and opioid tolerance) and increased by 5-15 mg every 3 days until a dose of 60-80 mg is 
reached. At this point it can be increased by 5-10 mg every 7 days to target a maintenance dose of 40-80 
mg/day. Higher doses of 60-100 mg may be required and are associated with better outcomes. Methadone 
is administered as a liquid mixed with a flavored juice powder to minimize tampering, It is often prescribed 
with observed dosing by the pharmacist to ensure the patient is compliant and not at risk of abuse. Once a 
patient is stabilized, take-home doses are sometimes issued. If methadone doses are missed, there is a risk of 
a major loss in tolerance which can increase the risk of respiratory depression. In the late stabilization phase, 
if a dose is missed for 1-2 days, the usual dose can be safely given. If 3 days of doses are missed, the patient 
must be re-assessed by the physician and typically a 50% dose reduction will be prescribed. If 4 or more days 
are missed, there is a major loss of tolerance and the patient should be restarted at a low initial dose. 
Previously, physicians had to be exempt under section 56 of the Controlled Drugs and Substances Act (CDSA) 
before being able to prescribe methadone. However, as of May 2018, physicians no longer require this to 
prescribe methadone. 


Question 9 
1D: 50467 
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RATIONALE: 
Correct Answer: 


* A patient taking citalopram PO 40 mg daily - Methadone use is not recommended in patients 
concurrently on high-risk QTc prolonging agents. 


Incorrect Answers: 


* A patient taking a drug that is metabolized by CYP 1A2 - There is no interaction between 
methadone and drugs that are metabolized by CYP 1A2. 


e A patient taking bisoprolol PO 5 mg daily - There is no interaction between methadone and beta- 
blockers. 


* A patient taking high dose amoxi 
amoxicillin and methadone. 


PO 1000 mg TID - There is no interaction between 


TAKEAWAY/KEY POINTS: 


Methadone use is not recommended in patients concurrently on high-risk QTc prolonging agents such as 
citalopram. 


REFERENCES: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 

[2] Opioids (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtxca. 

[3] Methadose® (methadone HCI). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: 
Canadian Pharmacists Association. https://myrxtx.ca. 


The correct answer is: A patient taking citalopram PO 40 mg daily 


All of the following are long-acting benzodiazepines EXCEPT: 


Select one: 
Diazepam X 
Chlordiazepoxide % 
Flurazepam %. 
Triazolam ¥ 


Rose Wang (ID:113212) this answer is correct. Triazolam is a short-acting 
benzodiazepine. 


Marks for this submission: 1.0/1.0. 
TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 


To recognize the differences in duration of action of benzodiazepines. 


BACKGROUND: 


Short and intermediate-acting benzodiazepines (ie. lorazepam, oxazepam, clonazepam, alprazolam, 
triazolam) require more frequent dosing, compared to long-acting benzodiazepines (i.e. diazepam, 
flurazepam, chlordiazepoxide) which have lower risks of rebound effects and withdrawal seizures. Common 
side effects of benzodiazepines are ataxia, dizziness, lightheadedness, and weakness, Use should be 
cautioned in elderly patients, as well as those with respiratory insufficiency and sleep apnea. Diazepam, 
flurazepam and triazolam are not recommended in elderly patients; lorazepam and oxazepam are preferred 
due to shorter half-lives. Contraindications to benzodiazepine use include myasthenia gravis and acute 
angle-closure glaucoma (due to benzodiazepines increasing intraocular pressure). Diazepam is 
contraindicated in severe hepatic dysfunction. Patients should also be counselled on the tisk of respiratory 
depression if alcohol relapse occurs during or shortly after treatment with benzodiazepines. 


RATIONALE: 
Correct Answer: 


* Triazolam - Triazolam is a short-acting benzodiazepine. 
Incorrect Answers: 
* Diazepam - Diazepam is a long-acting benzodiazepine. 
* Chlordiazepoxide - Chlordiazepoxide is a long-acting benzodiazepine. 
* Flurazepam - Flurazepam is a long-acting benzodiazepine. 


TAKEAWAY/KEY POINTS: 


Diazepam, chlordiazepoxide, and flurazepam are all long-acting benzodiazepines while triazolam is a short- 
acting benzodiazepine. 


Question 10 
1D: 50473 


Incorrect 


REFERENCE: 


[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Triazolam 


All of the following are true, EXCEPT: 


Select one: 


Naloxone will reverse overdoses caused by benzodiazepines ¥ 
Short-term opioid use also has a risk of addiction * 


Naloxone is unlikely to create more harm if administered to someone who is unconscious due toa X 
non-opioid overdose 


Long-term opioid use may * 
lead to development of 
tolerance 


Rose Wang (ID:113212) this answer is incorrect. Long-term opioid 
use can lead to tolerance to opioid-induced analgesia, nausea and 
sedation. 


Marks for this submission: 0.0/1.0. 


TOPIC: Drug Withdrawal Syndromes 


LEARNING OBJECTIVE: 
To understand the cause of opioid use disorder and purpose of naloxone. 


BACKGROUND: 


Opioid overdose can occur when a person uses more of a drug than they can handle. Opioid overdose may 
be fatal and can occur in patients with opioid use disorder and in those who are using opioid for pain. 
Symptoms of an opioid overdose include: shallow breathing, respiratory rate less than 12 breaths/minute, 
constricted pupils, deep gurgling or snoring sounds, cold skin and blue lips, skin or nails. Risk factors for 
overdose include mixing drugs or using alone, inconsistent drug quality, being a new user, using after a 
period of cessation, and history of past overdose. In cases of opioid overdose, naloxone is an opioid 
antagonist that competes and displaces opioids from the receptor site. Naloxone can be administered 
through multiple routes including intravenous (IV), subcutaneous (SC), and intramuscular (IM) injection, as 
well as intranasally. The onset of action is 1-2 minutes for IV and 2-5 minutes for SC, IM, and nasal 
administration. Naloxone cannot be administered orally due to low bioavailability. If IV administration is not 
possible (e.g. such as in the community with a take-home naloxone kit), IM/SC or nasal administration are 
used. Naloxone only reverses an opioid overdose temporarily, so it is important that the individual is still 
taken to the hospital. Naloxone dosing may need to be repeated if no effect is seen within 3-5 minutes, or if 
the initial dose wears off (duration of action is 20-90 minutes) while waiting for emergency health services. 


RATIONALE: 
Correct Answer: 


* Naloxone will reverse overdoses caused by benzodiazepines - Naloxone is an opioid antagonist 
and is only effective in reversing the effects of opioids on the receptors. 


Incorrect Answers: 


© Short-term oj 
addiction. 


use also has a risk of addiction - Any duration of opioid use carries a risk of 


Naloxone is unlikely to create more harm if administered to someone who is unconscious due 
to a non-opioid overdose - Naloxone is safe to give to someone who is unconscious due to a non- 
opioid overdose as they do not have any opioid agonist in their body to displace from the receptor so 
naloxone will have no effect. 


Long-term opi 
tolerance to op 


id use may lead to development of tolerance - Long-term opioid use can lead to 
-induced analgesia, nausea and sedation. 


TAKEAWAY/KEY POINTS: 


Naloxone is an opioid antagonist that is only effective for reversal of opioid intoxication and does not reverse 
benzodiazepine, alcohol or stimulant overdoses. 

REFERENCE: 

[1] Lefebvre LG. Opioid-related Disorders. In: Compendium of Therapeutics Choices. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. [2] Opioids (CPhA Monograph). In: Compendium of 
Pharmaceuticals and Specialties. Ottawa, ON: Canadian Pharmacists Association. https://myrxtx.ca. [3] 
Naloxone (CPhA Monograph). In: Compendium of Pharmaceuticals and Specialties. Ottawa, ON: Canadian 
Pharmacists Association. https://myrxtx.ca. 


The correct answer is: Naloxone will reverse overdoses caused by benzodiazepines 
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